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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 

Description, Pages 

1-77 as published 

Claims, Numbers 

1-98 as published 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under 
Rule 55.2 and/br 55.3). 

3. With regard to any nucleotide and/br amino acid. sequence disclosed in the ^international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-98 

No: Claims 

Inventive step (IS) Yes: Claims 1-68,84-98 

No: Claims 69-83 

Industrial applicability (IA) Yes: Claims 1-98 

No: Claims 

2. Citations and explanations 
see separate sheet 
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Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

D1 : WO 00/12044 
D2 : EP-A 0 347 066 

The present invention refers to a method for making (es)citalopram via optically active 
intermediates of general formulae (II) and (IV) which are made available by selective 
enzymatic acylation and deacylation of the racemates according to claims 1 to 98. 

novelty 

The subject-matter according to claims 1 to 98 is novel pursuant to art. 33(2) PCT. 

None of the documents of the available prior art describes the present method for 
making (es)citalopram via the optically active intermediates of formulae (II) and (IV) 
which are made available by selective enzymatic (de)acylation of the racemates 
according to claims 1-68 and 84-98 as well as the novel intermediates of formula (IV) 
according to claims 69-83. Novelty is therefore given. 

inventive step 

The subject-matter according to claims 69 to 83 is considered not to be based on an 
inventive step pursuant to art. 33(3) PCT. 

Intermediates must themselves be based on an inventive step. Whether or not this 
condition is fulfilled has to be decided by taking the following into consideration. 
The R- and S- enantiomers of general formula (IV) according to independent claim 69 
are novel intermediates for making (es)citalopram which is a well known anti- 
depressant drug. These intermediates however are considered not to be based on an 
inventive step in view of the present intermediate state of the art. The R- and S- 
enantiomers of general formula (II) which are known intermediates for making 
(es)citalopram (see eg D1 , page 6 and D2, page 4) are regarded as equivalents to the 
claimed acylated derivatives of general formula (IV) which can analogously be used to 
be cyclised to the above known product. 

The present intermediates (IV) are thus thought to be derivable from the prior art in an 
obvious manner and can not be regarded as being inventive. 

The subject-matter according to claim 69 as well as of dependent claims 70 to 83 is 
considered not to be inventive (art. 33(3) PCT). 
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further remarks: 

a. Contrary to clarity (art. 6 PCT), claims 84 to 91 are not dependent on independent 
process claim 1 . 

b. Contrary to Rule 5.1(a)(ii) PCT, the relevant background art disclosed in D1 is not 
mentioned in the description, nor is this document identified therein. 

c. clerical corrections: in claim 10, first line the term "wherein and" is not deleted; in 
claim 19, line 20 the abbreviation "pfp" is not defined by its proper name (see page 47); 
in claim 23, line 5, one "wherein" is not deleted; in claim 25, line 13, it does not read 
"suitably"; in claim 26, line 16 the term "is" is not deleted; in claim 30, second line, it 
does not read "ethyl or" and in claims 85 and 89 it does not read "derivative". 
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